
WO 01/10409 " " PCT/JPOO/05200 




l@/049lfe7 



1/5 



Add and dissolve Propylene glycol 
in an appropriate volume of purified water 

i 



Add and dissolve Dextrose anhydrous in the solution | 

i 



Add and dissolve Phenylethyl alcohol in the solution 1 

♦ ~ 



Add and disperse Avicel RC591 in the solution 

T 



Stand for 60 minutes at least to hydrate | 



Stir | 



Add while stirring 



JL 



Stir 

I 



Dissolve Disodium hydrogen 
orthophosphate anhydrous 
in purified water 



Add while stirring 



Stirj 



i 



Add slurry 
while stirring 



Dissolve Citric acid monohydrate 
in purified water 



Stir I 



Prepare slurry of BDP 
anhydrate micronised 



Dissolve Poiyoxyethylene (20) sorbitan 
monooleate in glycerol at 46-50 °C 



Add while stirring 



Stir 



Dilute Benzalkonium chloride solution 50% w/v 
with an appropriate volume of purified water 



Make the suspension to weight 
with purified water and stir 

i 



Measure pH of the suspension 
(in-process control) 



Filtrate the suspension through 100 mesh filters | 



Fill the suspension 




Measure filling weight 


into clean bottles 




(in process control) 



Attach spray pumps with 
nasal actuator to bottles 


♦ 




Apply dust cover 
to each pack 








Label and Carton | 



^ Measure release torque 
(in process control) 



FIG. 1 
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ACTUATOR 

CAPTIVE INSERT 
PUMP STEM 




SCREW CAP 
STEM GASKET 
STEM SPRING 
PISTON 

OUTER GASKET 
SPRING CAP 
PUMP BODY 
PISTON SPRING 
SPRING SUPPORT 
FLOATING GASKET 



DIP TUBE 



FIG. 3 
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□ Control 

□ BANS 

■ Aldecin AQ 



FIG. 4 



TDI challenge after drug treatment, hr 
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CONTROL 



■ 0- 10 MIN AFTER CHALLENGE 
T IS 0- 40 MIN AFTER CHALLENGE 
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VEHICLE 



BANS 



EACH COLUMN AND VERTICAL BAR 
REPRESENTS THE MEAN ± S.E. (n=10) 
*p<0.05, **p<0.01, VS CONTROL (TUKEY'S TEST) 
#p<0.05, ##p<0.01 , VS VEHICLE (TUKEVS TEST) 



ALDECIN AQ 
NASAL 



FIG. 5 
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400 r 




TIME AFTER THE CHALLENGE, M1N 
EACH POINT AND VERTICAL BAR REPRESENTS 
THE MEAN ± S.E. (n=10) 
**p<0.01, VS CONTROL (TUKEY'S TEST) 
#p<0.05, ##p<0.01, VS VEHICLE (TUKEY'S TEST) 

FIG. 6 



CHALLENGE TEST OF BANS AGAINST PS. CEPACIA 





LOG 10 REDUCTION* 


LOG 10 
INNOCULUM 
COUNT 


2 DAYS 


7 DAYS 


14 DAYS 


28 DAYS 


BKC 0.02% w/w 


6.2 


0.3 


1.0 


1.3 


1.8 


PEA 0.275% v/w 


6.2 


0.2 


0.6 


1.7 


NR 


BKC 0.02% w/w + 
PEA 0.275% v/w 


6.2 | 


NR 


NR 


NR 


NR 



NR: NO RECOVERY 
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FIG. 7 



